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The therapeutic potential of rhGH in pediatric GHD (PGHD) has been recognized for over three decades, but
achievement of optimal efficacy outcomes (i.e., height velocity [HV]) not only depends on a number of variables
such as age, body weight, HV, IGF-I SDS, skeletal maturation, and GHyax, at time of treatment initiation (1), but
may be compromised when patients do not adhere to burdensome regimens of daily subcutaneous injections
required for current formulations (2). Somavaratan is a novel long-acting rhGH fusion protein with t4,2 > 100 hours,
previously shown to improve HV and IGF-I in pre-pubertal children with GHD in a multi-center, randomized Phase
1b/2a study, VERTICAL (3, 4). Over 200 pre-pubertal GHD subjects have been enrolled in somavaratan clinical
trials; 136 subjects are participating in a Phase 3 non-inferiority trial (VELOCITY) of somavaratan versus daily rhGH
(NCT02339090). The primary efficacy endpoint of these trials is HV. An equable basis of comparison of efficacy
outcomes requires that the distribution of clinical characteristics known to affect HV outcomes be similar between
the somavaratan trials and between the somavaratan and daily rhGH arms of the non-inferiority trial. In our
published Phase 1b/2a study of pre-pubertal GHD children (4), the primary determinants of first year HV included
patient age at treatment onset and the severity of the GHD state. To achieve the valid basis of comparison, similar
inclusion/exclusion criteria are used for all somavaratan trials. Further, a stratification procedure based on region,
expected median age, and expected median baseline IGF-I SDS was employed for the randomization to daily rhGH
or somavaratan. In the non-inferiority trial, a total of 104 patients were randomized to the somavaratan arm and 32
to the daily rhGH arm. For the somavaratan and daily rhGH arms of the Phase 3 non-inferiority trial, the baseline
mean (+ SD) ages were 7.07 £ 2.0 vs. 7.03 £ 2.4 years; mean maximal stimulated GH were 5.77 + 2.6 vs 5.87 £ 2.5
ng/ml; mean height-SDS were -2.76 + 0.7 vs -2.64 £ 0.7; mean IGF-I SDS were -1.72 + 0.7 vs. -1.87 £ 0.9; and
mean bone ages were 5.28 + 1.9 vs. 5.29 + 2.2 years. These numerical differences in mean values are not clinically
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meaningful. For the Phase 2 somavaratan trial (n = 64), the mean age was 7.8 + 2.4; meanheight-SDS was -2.6 £
0.6; mean IGF-I SDS was -1.7 + 0.8; and mean bone age was 6.4 £ 2.4. No clinically meaningful differences exist
between the Phase 2 and Phase 3 somavaratan trials in PGHD. In conclusion, the use of consistent
inclusion/exclusion criteria in the various phases of somavaratan clinical trials and the use of a stratification
procedure to balance arms for clinical characteristics affecting the primary outcome measure in a non-inferiority trial
has yielded similar treatment populations; thus, a valid basis of comparison between treatment populations has
been achieved.
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